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General Synthetic Scheme for 1,3,4-Oxadlazole Inhibitors 
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General Scheme for 1,3,4-Oxadiazole Inhibitors - Continued 
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General Synthetic Scheme for 1,2,4-Oxadlazole Inhibitors 
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General Synthetic Scheme for 1,2,4-Oxadiazole inhibitors 
(Continued) 
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General Synthetic Scheme for P2-P3 Modified Based Inhibitors 
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Synthetic Scheme for P2-P3 Modified Inhibitors 
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Synthetic Scheme for P 2 -P 3 Modified Inhibitors 
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Genera! Synthetic Scheme for P2-P3 Modified Inhibitors 
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Synthetic Scheme for P2-P3 Modified Inhibitors 
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General Synthetic Scheme for P2-P3 Modified Inhibitors 
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General Synthetic Scheme for P 2 -P 3 Lactam Based Inhibitors 
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General Synthetic Scheme for P2-P3 Lactam Based Inhibitors 
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General Synthetic Scheme for Metathiazanone 
Based Inhibitors 
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General Synthetic Scheme f or Thlazolidlnone 
Based Inhibitors 
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General Synthetic Scheme for Pyridazlnedione Based Inhibitors 
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General Synthetic Scheme for Benzopyrldazlnedlone Based 
Inhibitors 
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General Synthetic Scheme for Qulnolone and N-Substituted 
Qulnolone Based Inhibitors 



or 



OH 
NH 2 



1) Mn0 2 ,CH 2 Cl 2 

{91%} 
2} Oj,NCH 2 C0 2 Et 

Plperidlne, xylenes 

A (60%) 



3) Pd/C, MeOH, H 2 

(67%) 
4} Cfaz-Cl, dloxane 

NaOH, 0 a C to RT 

(70%) 



Cbz-HN 




Cbz-HN 




H OH 



1) NCS.DMS, Toluene 
0°C 

2) -2S°C 

3) TEA, -2S° C to RT 
(87%) 



1) BfCH 2 CO r t-Bu 
OMF,Ag 2 0 
(70%) 

2) TFA,CH 2 Ct 2 
(90%) 



Hydroxylamtoo 
1,3,4-Heterocycle 
£ . 

BOPC(,DlEA,CH 2 Cl 2 Cbz-HN 
or 

EOCt, HOBT, NMM, DMF 
(44-80%) 




Cbz-HN 





TFA,Thloanlsole 
(74%) 



Figure 18 



General Synthetic Scheme for 3,4-DihydroquinoIone 
Based Inhibitors 
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General Synthetic Scheme for Benzylldene Diketoplperazlne 
Based Inhibitors ' ' 
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General Synthetic Scheme for Diketopiperazine 
Based Inhibitors 
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Synthetic Scheme for Hydantoin Based Inhibitors 



Li 



OCN 



H 2 N"V 
O 




1} NCS«DMS f 
Toluene 

2) -2S*C 

3) TEA, -25° C ta RT 
(30-40%) 





eoAc 
(>9a%) 



,%) »U H H § 



OCrk 



1) HCU 
<>9a%) 

DMF.AgjO. 
(40-70%) 
3) TFA,CH 2 C( 2 
(98%) 



Hydroxylamlno 
HeterocycJe 



BOPO, DlEA, CH 2 Cl 2 
or 

EDO, HOST, UUU, DMF 
(40-80%) 




Figure 22 



General Synthetic Scheme for Hydantoin Based Inhibitors 
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